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1 . This international preliminary examination report has been prepared by this International Preliminary Examining Authority 
and is transmitted to the applicant according to Article 36. 



This REPORT consists of a total of 9 sheets, including this cover sheet. 

This report is also accompanied by ANNEXES, i.e., sheets of the description, claims and/or drawings which have 
been amended and are the basis for this report and/or sheets containing rectifications rhade before this Authority (see 
Rule 70.16 and Section 607 of the Administrative Instructions under the PCT). 
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These annexes consist of a total of _ 
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Lack of unity of invention 

Reasoned statement under Article 35(2) with regard to novelty, inventive step or industrial applicability; 
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Certain documents cited 

Certain defects in the international application 

Certain observations on the International application 
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PCT/JPOO/00002 



I. Basis of the report 



1. With regard to the elements of the international application:* 
the international application as originally filed 

I I the description; 

pages 

pages 

pages 



, as originally filed 



filed with the demand 



, filed with the letter of 



□ 



the claims: 

pages 

pages 

pages 

pages 



, as originally filed 

, as amended (together with any statement under Article 19 

, filed with the demand 



, filed with the letter of 



I I the drawings: 

pages 

pages 
pages 



, as originally filed 



, filed with the demand 



, filed with the letter of 



I I the sequence listing part of the description; 

pages 

pages 

pages 



, as originally filed 

filed with the demand 



_, filed with the letter of 



2. With regard to the language, all the elements marked above were available or furnished to this Authority in the language in which 
the international application was filed, unless otherwise indicated under this item. 

These elements were available or fiimished to this Authority in the following language which is: 

I I the language of a translation furnished for the purposes of international search (under Rule 23. 1(b)). 
I I the language of publication of the international application (under Rule 48.3(b)). 

I I the language of the translation furnished for the purposes of international preliminary examination (under Rule 55.2 and/ 
or 55.3). 

3. With regard to any nucleotide and/or amino acid sequence disclosed in the international application, the international 
preliminary examination was carried out on the basis of the sequence listing: 

I I contained in the international application in written form. 

I I filed together with the international application in computer readable form. 

□ 

furnished subsequently to this Authority in written form. 
I I furnished subsequently to this Authority in computer readable form. 

I 1 The statement that the subsequently furnished written sequence listing does not go beyond the disclosure in the 
international application as filed has been furnished. 

I I The statement that the information recorded in computer readable form is identical to the written sequence listing has 
been fijrnished. 



□ 



The amendments have resulted in the cancellation of: 

I I the description, pages 

the claims, Nos. 

I I the drawings, sheets/fig 



5 I I ^^^^ report has been established as if (some of) the amendments had not been made, since they have been considered to go 
' — ' beyond the disclosure as filed, as indicated in the Supplemental Box (Rule 70.2(c)).** 

* Replacement sheets which have been furnished to the receiving Office in response to an invitation under Article 14 are referred to 
in this report as "originally filed" and are not annexed to this report since they do not contain amendments (Rule 70. J 6 
and 70. 1 7). 

*^ Any replacement sheet containing such amendments must be referred to under item 1 and annexed to this report. 
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in. Non-establishment of opinion with regard to novelty, inventive step and industrial applicability 



1. The questions whether the claimed invention appears to be novel, to involve an inventive step (to be non obvious), or to be 
industrially applicable have not been examined in respect of: 

I I the entire international application. 

DKI claims Nos. „ 2^ 

because; 



the said international application, or the said claims Nos. ^ . 7»8 



relate to the following subject matter which does not require an international preliminary examination (specify): 

See supplemental sheet for continuation of Box III. 1. 




the description, claims or drawings (indicate particular elements below) or said claims Nos. 
are so unclear that no meaningful opinion could be formed (specify) : 



[ — , the claims, or said claims Nos ^ are so inadequately supported 

I I by the description that no meaningful opinion could be formed. 

[VI no international search report has been established for said claims Nos. 1^ • 



2. A meaningful international preliminary examination cannot be carried out due to the failure of the nucleotide and/or amino acid 
sequence listing to comply with the standard provided for in Annex C of the Administrative Instructions: 

I I the written form has not been furnished or does not comply with the standard. 

[ [ the computer readable form has not been furnished or does not comply with the standard. 
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Supplemental Box 

(To be used when the space in any of the preceding boxes is not sutlicient) 



Continuation of: III. 1 . 



Claims 7 and 8 pertain to a method for treatment of 
the human body, and thus relate to subject matter which 
does not require international preliminary examination by 
this International Preliminary Examining Authority, under 
the provisions of PCT Article 34(4) (a) (i) and PCT Rule 
67 . 1 (iv) . 



INTERNATIONAL PRELIMINARY EXAMINATION REPORT 



International application No. 
PCT/JP 00/00002 



V. Reasoned statement under Article 35(2) with regard to novelt>; inventive step or industrial appticabilit>'; 
citations and explanations supporting such statement 



1 . Statement 

NGvelt>' (N) 

Inventive step (IS) 
Industrial applicabilitv' (lA) 



Claims 
Claims 

Claims 
Claims 

Claims 
Claims 



1-6, 9 



1. 2. 4-6, 9 



1-6, 9 



YES 
NO 
YES 
NO 

YES 
NO 



Citations and explanations 

Document 1 



Document 2 ; 



Document 3 ; 



Document 4 : 



Kazuto Nishio, ^Tubulin and its signal" [in 
Japanese] , Cancer and Chemotherapy (Gan to 
Kagaku Ryoho) Vol. 24, No. 15 (1997), pp. 
2213-2218; entire text, and especially p. 
2216, left column, lines 9-19 (see EMBASE 
(STN Online) 1998066209) 

Kazuto Nishio, ""Enhanced interaction between 
tubulin and microtubule-associated protein 2 
via inhibition of MAP kinase and CDC2 kinase 
by paclitaxel" , Int. J. Cancer, Vol. 63, No. 
5 (1995) , pp. 688-693 

Kazuya Fukuoka, ^Microtubule inhibitors" [in 
Japanese] , Cancer and Chemotherapy (Gan to 
Kagaku Ryoho), Vol. 24, No. 11 (1997), pp. 
1519-1525 (see Chemical Abstracts, Vol. 127, 
Abstract No. 287461) 

Yoichi Nakamura, ""Molecular targets for lung 
cancer chemotherapy"' [in Japanese] New 
Medicine (Saishin Igaku) , Vol. 52, No. 12 
(1997), pp. 2700-2706 (see Chemical 
Abstracts, Vol. 128, Abstract No. 29985) 



Explanation 

claims 1, 5, 6 and 9 
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Similarly, Document 3, Abstract, and particularly 
lines 12-14 and Fig. 2, indicates that paclitaxel enhances 
the affinity of MAP for tubulin by suppressing MAP kinase 
and promotes microtubule polymerization, and suppresses 
cell proliferation and hence offers an antitumour effect 
by disrupting the dynamic equilibrium of the microtubules. 

Therefore, as discussed in (2), the antitumour 
action of microtubule inhibitors exemplified by paclitaxel 
is enhanced by suppressing MAPK, and as discussed in (1), 
MAPK inhibitors in themselves can be expected to offer an 
antitumour effect; hence, the addition of an MAPK 
inhibitor to an antitumour preparation using a microtubule 
inhibitor as disclosed in Documents 1, 2 and 3 is obvious 
to a person skilled in the art and does not involve an 
inventive step. 

The synergistic antitumour effect of concomitant 
administration of the two ingredients above claimed by the 
applicant in the written opinion is not evident in the 
case of the specific combinations such as TZT-1027 with 
PD98059 or vincristine with PD98059 presented in Table 1. 

As regards Claim 2, Document 1, page 2215, right 
column, last line to page 2216, left column, line 8 and 
Table 3, indicates that microtubule inhibitors are known 
to include tubulin polymerization inhibitors which have 
the same association with MAPK as paclitaxel; therefore an 
attempt to use tubulin polymerization inhibitors such as 
vincristine shown in Table 3 as microtubule inhibitors 
would be obvious to a person skilled in the art and does 
not involve an inventive step. 

As regards Claim 4, it is clear from reference to 
Document 3, Fig. 2 and the mechanism of activation of MAPK 
in the other documents that in the preliminary stage of 
phosphorylation of MAPK there is a cascade reaction 
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(1) Document 1, page 2216, left column, lines 9-19, 
indicates that MAP kinase is attractive as a target for 
cancer chemotherapy and that MAPK antisense oligo- 
nucleotide suppresses cell proliferation in lung cancer 
cell strains, and therefore the development of MAPK 
inhibitors is desirable because they offer an antitumour 
effect. Document 4, page 90, left column, ^2. MAP kinase 
(MAPK)", also indicates that MAPK is a target for tumour 
treatment , 

(2) Document 1, ""Introduction" and ""1. Tubulin and anti- 
cancer agents", indicates that substances that act on the 
microtubules are efficacious in various anticancer 
preparations, and page 2215 on the same document indicates 
that MAP binds with tubulin and moves in harmony with the 
dynamics of the microtubules, that MAP is phosphorylated 
by an MAPK cascade, that the resulting phosphorylated MAP 
promotes depolymerization of the microtubules, and that 
when the microtubule inhibitor paclitaxel, which is an 
efficacious antitumour agent, makes contact with cells, 
MAP kinase activity for phosphorylation of MAP is 
suppressed, but this suppression is not seen in 
paclitaxel-resistant cells (resistant to antitumor 
agents) . 

Document 2, Abstract" , also indicates that 
paclitaxel, which is a microtubule inhibitor with an anti- 
tumour effect, is an MAPK inhibitor, and on p. 690, 
""Effect of paclitaxel treatment on MAP-kinase activity of 
synchronized cells", it indicates that the therapeutic 
effectiveness of paclitaxel is suppressed by MAPK 
activity. 
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Similarly, Document 3, Abstract, and particularly 
lines 12-14 and Fig. 2, indicates that paclitaxel enhances 
the affinity of MAP for tubulin by suppressing MAP kinase 
and promotes microtubule polymerization, and suppresses 
cell proliferation and hence offers an antitumour effect 
by disrupting the dynamic equilibrium of the microtubules. 

Therefore, as discussed in (2), the antitumour 
action of microtubule inhibitors exemplified by paclitaxel 
is enhanced by suppressing MAPK, and as discussed in (1), 
MAPK inhibitors in themselves can be expected to offer an 
antitumour effect; hence, the addition of an MAPK 
inhibitor to an antitumour preparation using a microtubule 
inhibitor as disclosed in Documents 1, 2 and 3 is obvious 
to a person skilled in the art and does not involve an 
inventive step. 

The synergistic antitumour effect of concomitant 
administration of the two ingredients above claimed by the 
applicant in the written opinion is not evident in the 
case of the specific combinations such as TZT-1027 with 
PD98059 or vincristine with PD98059 presented in Table 1. 



As regards Claim 2, Document 1, page 2215, right 
column, last line to page 2216, left column, line 8 and 
Table 3, indicates that microtubule inhibitors are known 
to include tubulin polymerization inhibitors which have 
the same association with MAPK as paclitaxel; therefore an 
attempt to use tubulin polymerization inhibitors such as 
vincristine shown in Table 3 as microtubule inhibitros 
would be obvious to a person skilled in the art and does 
not involve an inventive step. 



As regards Claim 4, it is clear from reference to 
Document 3, Fig. 2 and the mechanism of activation of MAPK 
in the other documents that in the preliminary stage of 
phosphorylation of MAPK there is a cascade reaction 
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directly involving MAPKK and/or MAPKKK. 

In inhibiting a known mechanism which depends on a 
cascade reaction, it is usual in the art to use a drug 
which inhibits a stage upstream rather than inhibiting the 
end (final stage) of the cascade; therefore, attempting to 
use an inhibitor of MAPKK or MAPKKK, which are stages 
upstream of MAPK and are also indicated in Documents 1 and 
4 as potential future target molecules, rather than using 
an MAPK inhibitor, would be obvious to a person skilled in 
the art and does not involve an inventive step. 
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